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Abstract of JP2000229959 

PROBLEM TO BE SOLVED: To obtain the subject inhibitor useful as a preventing and therapeutic 
agent of autoimmune diseases such as allergic diseases, viral or bacterial infectious diseases, 
malignant tumor, etc. by containing a specific dihydrothiadiazole derivative. SOLUTION: This inhibitor 
contains a compound expressed by formula I [X1 to X5 are each H, a (substituted) alkyl, a cycloalkyl a 
(substituted) aralkyl, a halogen, cyano or the like, or form a (substituted) phenyl ring by binding two 
adjacent groups; R1, R2 are each H, a (substituted) alkyl, a cycloalkyl, a (substituted) aralkyl or the 
like, or R1 forms a cycloalkenyl ring by binding with X1; R3 is a (substituted) alkyl, a cycloalkyl or an 
aralkyl; and (n) is 1, 2], e.g. 1-[5-(methylsulfanyl)-2-phenyl-1,2,4-thiadiazol-3(2H)-yl]-1-ethanone}. The 
compound of the formula I is obtained by reacting a compound of formula II with a compound of 
formula III, reacting the obtained compound with a compound of formula IV and then oxidizing. 
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th. tfz. AV9-u4*V4\$. -£<7)Th203Hfc; 
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6. ^SttjffiBEi: LTliMitf, ^y-zk x?y- 

)vm<r)T)v-3-)vmm:. dmf, ^v^/^/w?** 

[0037] fcgft ( 2 3 ) -tna«c&ftw«5ri6, Mi 
i*^ft¥lltt!l!4jK2 2*l 1 55C (A«f«*Att, 
1 9 9 2*»ff) lcK«O*i&0rifJc»tT^JiW*; 

[0038] it&ifo ( 24 ) (i, ztL&tt&fiwijm, mi 
tfm$nvmmm4WL2 2m 1 2 7H ( ft#t*3£&&, 

l 9 9 2^WWf ) fcKBfctfrifcfc b'izm tXisfctl z 
btfx%h. 



[0039] it&te < 2 5 ) tt. fc&ft (22) fcfc^fc 
(24) &KJE3-£f§&<I RJ&figfcLT 
tei&5 O-Ca^fl:-^ (24) O$Sj&0ffiB*^3StR$ 

*u>. (24) <r>ib ixa, it&fa (25) \z 

*fU » 1 «HE^*»fe»5 OfgrE;KS>W>^SIR£ 

ti.®2 fewfr hth2o te&vff>imtm\zn 1 1 

[0040] QLi&A ( 2 5 ) li, ffc^Bj (22) fcft^H 
(2 3) HS-fL^SS, ?no7*/UA, Wc*+V 

^SrRJBM^i: UTffl^l.^ t -ft^tl ( 2 

3 ) <7)M.b lX\itt.&m (22) ftdt LttWE^P-* 
5fgR;KO$EB*<#£ U\ aeast LT(i^O-C~ 

[0041] fcgfll (25) 14, (22) bfc&m 

(23) Sr, t'JyV, 2. 6-/H-yy»tfWpffitt» 
«+, k *>T# 6 . ( 2 3 ) 

k LXli-ita^a (22) KSt UWftjere^- ^5<^&;P 

[0042] it-&m ( 2 6 ) li, (25) t i&vytf 

m*. %.feZitn&zttfxz&. ^mntixit 
iffi&m kLxm^&zttfxzz,. mfctmom. t 

LTtt^ft (14) fc*f U*«^H&*;l^3^N?5 

kh* 5 ^^ u\ mm.b iximox:~~®m&<w& 

[0043] iliiM ( 2 6 ) (i, ft-^fe (25) b m-?u 
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:(9) 000-229959 ( P 2 0 0 0 -ch3!4-§3 



u?vm.iw%wmm\ft>tih. mtmico&k 
txnit^m d4) izmm^^^}3^ji(D 

WiWi U\ 

[0044] itSM < 1 ) tfdtttlZW&t&KVXOtpm 

mtm<^mixmt i z t & , mm * 

£. LTtil^i. Jf y^y-yk x?y- 

Jk 2-Tu^y-;l^co7;W3-;l«$ s yif^ 

^JSL wi^xy^^ft^bKi^^ r-fehy 

<7)fflftlZ^-ai, (T. W. Greene and P. G. M. Wut 
s, "Protecting Groups in Organic Synthesis", 199 

[0046] ( 1 ) iZH^X^m^-t hW.®£ 

<ni,o^mm i &.wmmzm-mt ix&. mi 
[oo47] mmmt Lxtemt\m&%® ( 1 > 
j-ivm<F>T)V3-)vmm;. i-'x^x-T^^x 

T5-x iL^ifw^y^^vi^a. ssis, o- 

Kffl. #y7 7-x/k7*ylL -/a^yyr-xn 
7*yWj:)i<r>X)V7*Vim) *tz\t. 3£?3Stt&7 

y. y^^y, isya-y^ xh>)*--*mco% 
®T$>M) t atW*.li: 
[0048] iSS-^JfcStf&i&ffiiL-ai. &fl;ft>6#iKa 

moiib. ff * l < a i s*Btrf^KH*^ST'^ * . 

*BfcKteft*:ffiStt«B4' ( 0Ulf y?y-/k x 
Xf-ZUX-r/l^WX-T^^, ftl£x^/H??)X 



mxisgkiimiyv-mnhztiTZh. 

[0049] *fHH^STAT6SttlTfll«WttePW4fc 

m&*mmt. lts-^-ts ^ t , mwrnx-wm.** 

mm. &&m. &&McZknmto*B&t h 
ztizi.*) -&mmiz®.^xmm?z> zktfxzz. 
mtimcmm*fetz&mm* mmmm. wmi 

\z£->xm%hifi. munsfrttufe. &®&mm% 

»4jftAI=«Ll B*fcO*51M51 0 00«gtf5«H, if 
£L<{£ftlO~~ft500 mg<0&B£ 1 0 i Mi&miZ 
M-fX&ij-S-Z, Z k h . &MMk LXtktth® 
£.imfti.MfflO. l~^5 0 0mgcotEH, 04t< 
lffl3^ft 1 0 OwnmBZ 1 0*fcld«ElfcWtTa 
5--t&ZktfTZ&. 

[0050] * S T AT 6 Sttfflf Iim«:W 

iz. mm. rwwp-ttsaii, ^4*^^. 

l>7!8lfe!£» HVG(Host-versus-Graft) 

^35 * v Mtmiv&MT^mmt (aids) ®<®m 
mtfzii^mik Lxm^hz\ktfx%h. 

[0051] 

imtm] mwn 

H H 

XJ-lV 2- (7x-;Wf l Jf» -l-bH5y> 

*^)V 1 - 1 K^^'y^^^jJ-x-f h 1 2 . 2 2 
7 3 g$rX^y-;P2 0 0 
m l fcini. MBKttX:. RJS^TfJb. ttJWWffii" 

y-;i/-ca»u, uffisaiLfc. wm<r>*^>v 2- 

08gSrf#^. (JR^86%) 
>H NMR (TMS / CDC1 3 ) S 2.67 (3H. s), 7.38-7.45 (3 
H, m), 7.70-7.77 (2H,m), 7.90 (1H, s). 10.61 (1H, 
br) 

[0052] mmm2 

Utl4] 



(£10) )00-2 299 59 (P20 0 0-ch-fi$ 



H 

l-(5- (^fy^7r-;H -2-7x-;U- 
1.3. (2H) -> f/W-l 

2- (7x-Wf»Jfy) -l-hh'7^> 
*/WJ5*f-*X4 hi. 6 8 g U SO 

y : Wmz*)V (5:1) KT^AfMSSrfi^fc. 3 




l-(5- (*j-)VX)VV*-)V) -2-7x—)\>- 
1. 3. 4 -f'Ti/Ty-rt'- 3 (2H)- f;M-l 

l-(5- O^a/i^r-AO -2-7x-;P- 
1,3,4 -^TVT-r-iV- 3 ( 2 H ) —A)V\ — 1 
-x^y>2. 5 2g2rP®2 0mH;^L. 
T, a wtf^lfefr l 6 g £>J?l~Jitnl 

if;M2 : l ) tr*7AHWS*Sv\ ^^ic^nn 
7*^A : T-fehy (50 : 1 ) £XA5AXIUtifi-9 
fz. 8lffltf>l-(5- Of^^t-yP) -2-7 
i-;!'- 1,3.4 -j-TiSTY-JU- 3 ( 2 H ) -- f 
/H-l-x?/y260mg£f#*:. (JR*9. 1 




1 -(2-^f-;U-5- (^f/l/X/^r-^) -2- 
7x-/l/-l, 3, 4-f-r> ? TV-;l^-3 (2H) - 

'f/H-i-i^yy 

SBIW2o#g*:fl!v\ mmoit-SWii 1 . 30g (9 

7%) 





S<7)l-(5- (^^x;k7r-;l^) -2-7i-;|/ 
-1.3. 4-+7i?7V-)V-3 (2H) ->f;W- 

7 7g*ftfe. (JR4588%) 
>H NMR (TMS / CDC1 3 ) d 2.33 (3H, s), 2.61 (3H, 
s), 7.09 (1H, s), 7.27-7.37 (5H, m) 

[0053] HM93 

[ftl 5] 




%) 

iH NMR (TMS / CDCI3) d 2.37 (3H, s), 3.30 (3H. 
s), 7.19 (1H, s), 7.30-7.42 (5H. n) 

[0054] %mmA 

^k^sm, OyV^ 

2- (l-7x-^XfDf» -1-t h'7 

x^yt/tfi^tfx-f h 

IBtWl <0#i6fcftv\ «B0ft£ft£ 1 - 7 1 g ( 7 
6%) f§fc. 

iH NMR (TMS / CDC! 3 ) 8 2.32 (3H, s), 2.67 (3H, 
s), 7.38-7.44 (3H, n), 7.81-7.87 (2H, m), 9.99 (1 
H, br) 

[0055] mMM5 




>H NMR (TMS / CDC1 3 ) d 2.31 (3H, s), 2.41 (3H, 
s), 2.56 (3H. s), 7.24-7.38 (3H, n). 7.43-7.48 (2 
H. n) 

[0056] mmme 
[fti8] 




■S0 2 Me 



\-{2-*+)l>-5~ (*+)VX)V7*-)V) -2- 



3. 4-^7^77^-3 (2H) - 



(t 1 ) )00-229959 (P2000-ch* gg 



S0fc«3OjW6fc:fl£v\ fl$<7>ft-&tj£ 1 1 Omg (3 
7%) 

'H NMR (TMS / CDC1 3 ) d 2.35 (3H, s), 2.48 (3H, 



N^SMe 



s), 3.29 (3H ( s), 7.33-7.49 (5H, o) 

[0057] mmm7 




wm\mm,z^. mmcoit^mi: 2 . 44 g (9 
4%) nfc. 

>H NMR (TMS / DMS0-d 6 ) $ 2.60 (3H, s), 7.48-7.57 




SMe 



l-(5- (^f;W;i/7r-;H -2-i-y^)l- 
1,3, 4-*73>T/-A'-3 (2H)-^f^)-l 

aat«2o*«SKftv\ gflixteft* 3 . 5 9 « ( 1 
00%) 




l-(5- U^x/t^*-/!^ -2— ^7^-;W- 
1,3, 4-+T ; JTY-fr-3 (2H)-^;l/)-l 

SlH30*aCSu, SS^b^J* 6 1 2mg ( 1 
5%) 

'H NMR (TMS / CDC1 3 ) 8 2.39 (3H, s), 3.33 (3H, 
s), 7.38 (1H, s), 7.41 (1H, dd, J = 8.5 Hz. 1.9 H 
z), 7.48-7.55 (2H. ■), 7.78-7.89 (4H, m) 

[0060] mmmi o 

Ht2 2) 

OMc 



S 

H 



N^SMe 



OMe 




Ok 



SMe 



(2H, a), 7.78-7.90 (3H, m), 7.97-8.01 (2H, ■),- 8.3 
6 (1H, s), 13.13 (1H, s) 

[0058] &mm8 

HC2 0] 




'H NMR (TMS / CDC1 3 ) 52.36 (3H, s), 2.63 (3H, s), 
7.26 (1H. s), 7.40-7.51 (3H, m), 7.75 (1H, s), 7.7 
7-7.85 (3H, m) 

[0059] ntffl\9 

Ut2 1 3 




^— SO,Me 



*1r)V 2- (3-X bdf^7x-;M^-yry) -1 

mm\<r>-ymz^. wm<r>vc£m*4. 3o s (8 

9%) 

'H NMR (TMS / CDCI3) $ 2.67 (3H, s), 3.86 (3H. 

s), 6.95-7.05 (1H, m), 7.27-7.36 (3H, m), 7.82 (1 
H, s), 10.20 (1H, br) 

[00613 mmmi 1 

[•ffc2 3 3 
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l-(2- ( 3-X y7i^) -5- W/WX 
)VVr~)V) -1, 3, 4-f7-/'7V-;P-3 (2 
H) --f^-i-i^yy 

I8tt«2<0*fttft^. «H«)fc£tt*2. 78g (9 
8%) fcfc. 



OM. 




»H NMR (TMS / CDC1 3 ) 52.33 (3H, s), 2.60 (3H, s), 
3.80 (3H, s). 6.78-6.85 (2H. ■). 6.89-6.93 (1H. 
n). 7.06 (1H, s), 7.22-7.29 (1H. m) 

C0062] £Jtfti 2 

HL2 4] 

OMe 



^ — S0 2 Me 




l-(2- (3-^h^v7x-;P) -5- (X+frX 

3, 4-f-r> f rv-;p-3 (2 
h) -4M-i-x?s> 

^SfeM3c0^^tcS£VK fSjEl^k^lS- 6 1 lmg (2 

0%) 

iH NMR (TMS / CDCI3) 52.38 (3H, s). 3.30 (3H, s), 
3.81 (3H, s), 6.83-6.91 (3H. m). 7.16 (1H, s). 7.3 
0 (1H, t. J = 8.0 Hz) 

[0063] g&ftffll 3 

[fc2 5] 

ci 

s 



HjN. 



SMe 



S 
I 



2- (3-;nD7x-;Wfl)f>') - 1 - 

mmicoumitzmK mm<wt&fot:3. 70g<7 

6%)»fc. 

iH NMR (TMS / CDC1 3 )S2.68 (3H, s), 7.31-7.43 (2H, 
in), 7.58 (1H, d. J =7.1 Hz), 7.74-7.78 (2H, m), 1 
0.16 (IH, br) 

[oo64] mmmi4 

Hk2 6] 



Ci 




l-(2- (3-^OQ7x-;l/) —5- {X+)VXlV 
7T-IU) -1.3, 4-f-T> ; 7V-;P-3 (2H) 
-AM- 1 -x^yy 

JWfcW2tf>*iSfc:«VK lUOfcgtt&3. 1 7 g ( 1 

0 0%)#7t. 




l-(2- (3-^od7i-/W -5- (*f-7l/>W 
-1,3. 4-fWT/-*-3 (2H) 

-^/H-i-i^yy 

HifilM3<0^tfi!V\ »jS<^fb^J^780mg (2 
2%) Kfc. 



»H NMR (TMS / CDCI3) 52.34 (3H. s), 2.62 (3H, s), 
7.04 (IH, s). 7.17-7.24 (IH, m), 7.26-7.30 (3H, m) 

[oo65] mtmn 5 

Ut2 7 ] 



^— S0 2 Me 



iH NMR (TMS / CDCI3) 52.39 (3H. s), 3.32 (3H, s), 
7.14 (IH. s). 7.20-7.26 (IH, n), 7.30-7.34 (3H. n) 

[00663 gjtffll 6 

Ht2 8] 
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1 -(5- (^f/^7r-;W -2-7x-/P- 
1, 3, 4-^7^77*^-3 (2H)->f;W-l 

gffcffl 2 <7)*«KaSV \ ftB<0ft£ft 2 . 1 8 g ( 8 
2%) ftfc. 




0 

l-(5- {*1-IVX)\,7*~)V) -2-7±-)V- 

1.3. 4-f-ryry-^-3 (2H) — ow-i 

SBtH 3 K ftBOft£ft & 5 2 3 m g ( 2 

1%) *fc. 




o 



N 



^ — SMc 



»H NMR (TMS / CDC1 3 ) 51.15 (3H. t, J = 7.5 Hz), 2. 
61 (3H. s), 2.68 (2H,dd, J = 7.5 Hz, 3.3 Hz), 7.08 

(1H, s), 7.28-7.38 (5H, m) 

[00671 JWtW 17 

Hfc2 9] 



^— S0 2 Me 



iH NMR (TMS / CDC1 3 )S1.14 (3H, t, J = 7.4 Hz), 2. 
73 (2H, q, J = 7.5 Hz), 3.30 (3H, s), 7.19 (1H, 
s), 7.30-7.42 (5H, m) 

[0068] mmmis 

Ut3 0] 




3 

>-SMe 



(5- (^W/^r-/H -2-7i^;l/-l, 
3, 4-f-T5^TV-A'-3 (2H)-f;H(7i- 

SS»M2<o*ffit:av\ 8Boft:gtt£ 2 . 8 1 g ( 8 
9%) fcfc. 




(5- (*1-)VX)Vy*-)V) -2-7i-/P-l, 
3, 4-f-T> ! Ty-^-3 (2H) -AM (7x- 

;p)>^y> 

SHtW30*ffi(C«V\ HMOMfc^i* 1 2mg ( 0. 
4%) ftfc. 



iH NMR (TMS / CDC1 3 ) 52.55 (3H. s), 7.28-7.50 (9H, 
m). 7.89-7.93 (2H, m) 
[0069]Hil^ll9 
[<fc3 1 ] 




y~ S0 2 Me 



iH NMR (TMS / CDC1 3 ) 53.24 (3H, s), 7.38-7.45 (6H, 
a), 7.50-7.54 (2H, a), 7.80-7.89 (3H, m) 

[0070] mm2o 

Ut3 2] 



N SEI 
H 




SEI 



o 



>-3 



l-(5- (x^;ux;l/7r-;l-) -2-7x-;U- 
1.3. 4-f-T^'ry-^-3 (2H) -AM~1 

X.J-IV 1 - 1 H 7 y V #;l-tfy^:*x-f h 9 5 3 m 
g s <yyr^rb H 8 4 9 m g £x? /-;H4ml 



tcani, jpissiatfc. tost®, keeimbu x?- 

;u 2- (7x-;Mf'Jfy) -l-hK7y>^ 
i&rtJ-A hmtz. »fe*ifcxf-^ 2-(7x- 
Wf'JfV) - 1 -b K^^y^/P^'f-jj-x^ h£ 
&*Mftl 4 m 1 K**»KK»*>L, MtoBtLfc. 
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;K5 : 1) fcT*5A8i!Hr-5fc. ^Hc01-(5 
- (xf-yl/X/l^rX/P) -2-7x^-1, 3, 4 

-f-r^rv-;p-3 (2H) -^n-i-i^yy 

1. 7 8g*t»fc. <IR#9 5K) 
>H NMR (TMS / CDC1 3 ) 51.43 (3H, t, J = 7.3 Hz), 2. 
33 (3H, s), 3.02-3.25(2H, m), 7.06 (1H, s), 7.30- 
7.38 (5H, m) 

[0071] H»J2 1 

Hfc3 3] 




0 



l-(5- (xf-ykX/P? -2-7i-;k- 
1, 3, 4-^-r> ; Ty-7l'-3 (2H) — f/H-1 

-x?/> 

*«ttf!3tf!)*SfcftVV Sffi^-ft;^)S:3 0 3mg (JR 
*1 5%) »fc. 

1H NMR (TMS / CDCI3) 51.51 (3H. t, J = 7.5 Hz). 2. 
38 (3H, s), 3.41 (2H,q. J = 7.5 Hz), 7.18 (1H. s), 

7.30-7.42 (5H, m) 

[0072] 2 2 

Ht34] 




T ^ — SC 
0 k« polar 




SOMe 
O more polar 



l-(5- (Xi~)VX)l7 i -il,) -2-7X-/U- 
1,3,4 -J-TitTV-lV- 3 ( 2 H ) - 1 

-x^yy 

1 -(5- (^f;W;l/77-^) -2-7x-/b- 
1,3. 4-f-7x7y-/l/-3 (2H) --f /P)- 1 
-x^yy2 5 2mg2r^oay^y5m 
U **&T\ y??oo$§Ht'<.yy'^2 5 9mg 

<6«U ttBEWBU mSBmte : SHR 

x^;u (i:D izxmmfnvhmmzfiiti. mm 




-SMe 



<01-[5- UfvPXAOMXrt,) -2-7x-^- 
1. 3, 4-f-TS^r/-A~3 (2H)--OH-l 
yy<r>^7XT\y^-i^il^tll 1 9mg 
(RfO. 3. K$4 3%) „ 93mg (RfO. 2, JR* 
3 4%) *f»fc. 

Rf0.3 : J H NMR (TO / CDC1 3 ) 52.35 (3H, s), 2.97 
(3H. s), 7.14 (1H, s), 7.26-7.35 (2H. m), 7.37-7.41 

(3H. m) ; Rf0.2 : »H NMR (TMS / CDC1 3 ) 52.33 (3H, 

s). 2.99 (3H, s), 7.11 (1H. s). 7.35-7.41 (5H. m) 

[0073] H»J2 3 

UE3 5] 




0 less polar 



SOMe 




O more polar 



(5- U^X/P7 4 -iV) -2-7x-^-l, 
3. 4 -T-TitrV-lV- 3 (2H) (7iX 

/U) y?yy 

-ZZtl?tl3 lmg (RfO. 3. 1R«1 7%) . 2 1 
mg (RfO. 2, JR*12X) 

RfO. 3 : »H NMR (TMS / CDC1 3 ) 52.95 (3H. s). 7.3 
7-7.42 (8H, ■), 7.79-7.83 (2H, m) ; RfO. 2 : 'H 
NMR (TMS / CDCI3) 52.94 (3H, s). 7.34-7.53 (8H, 
m), 7.79-7.84 (2H, n) 

[ 0074 ] mm 24 (x^ 7 h6 vsttft nwm® > 



1) HUB 

^XtMt^Mfc L9 2 9 (i. *B*S!!£ (*R) 1 

2) mm 

RPMI 1640Jg%r^^j (B*m&(m&) Code N 
0. 394-00735) (£5 6*. 3 0#KT#fflft LfcWS 
Jiff ( Fetal Bovine Serum, Defined, Code No.A-1111 
-L, HyClone Lab., Logan, Utah ) £ 1 0%, 2-*)V 
#7*r-X?/— /MSigma, St Louis, M0, Code No.M-6 

250 ) *5 0juMi:&4J;3tc^l/cflWBU:. 

3) mi 
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SB) Code No. 134-45) KT8mg/m 1 bK&kolz 

mi. mx'^ixmimi ouz/m 1 1 1 

fc. 

[0075 ] 4) STAT6HK-^HBgT«flH5 
■7^^M/nyiJ ygerml inee SI&?7*0^-?-± 
«IL-4fcgfTO<STAT6l6£*WMrtr) $"3 

u r~-Mk. 5' tsxw mwmasa. 

cl (Sgjg (±it) Code No. 1078A) tJ«fct/BglII 
(SJBJt (Ait) Code No. 1021A ) ?**ltfMBR 

pGL3 PromoterVector ( Promega Corporation, Mad 
ison. HI, Code No. E1761) <7)Sac I/Bglll U&HZ? 

)V7\/— Y ( Becton Dickinson Labware, Bedford, M 
A, Code No. 3046) fc*WCtf*§-efc«, *HfeJMl» 

*%ttc\^mX'Wm:dm Liz . f£j?U:STAT6 

ux—?-mm-4m. ^wttite^psv^eo (gibc 

OBRL, Gaithersburg, MD ) 0. 5vgk !)i|?7x? b- 
TSV ( GIBC0 BRL, Gaithersburg, MD, Code No. 18 
324-012) 2 0jul**H»je*»£-£*$rV>JgifiO. 4m 

i+r»£U aa-c3o»»MLfc. -e-of^ 
ii»**4*v^s*i .6mi zzhizmix. m&® 

«2m 1 £«lLT. Sfcfcl 9WIH»*Wi. teHK 

mmm(%) =100- (e-b)/ 

Experimental Activity (E) : ttfaifc&fyfftfFitTtZI 
L - 4 W»TSiW3il4 ^7 x y— fe'ffitt 
Control Activity (C) : Wft^ft^fijqrFfc: I L 

Background Activity (B) : UtBMk^Hl^HJqflET. Hi 

tSJftttaifcii**. 
[311] 



#^ 








3 


9 3 


1 7 


7 2 


6 


1 9 


1 9 


5 3 


9 


100 


2 1 


1 1 


1 2 


8 2 


2 2 1} 


1 8 


1 5 


1 0 0 


2 3 2) 


6 0 



81 LT 2 4 £ digits G4 18 ( GIBC0 BRL, 
Gaithersburg, MD, Code No. 10131-019) £0. 2m 
g/m 1 fcfc*j;5fcaamLT*«*ll!K. M&M&m 

m*as?u:. #w^Mtt«^G4 i8t*t» 

ig*(Cffia§*. 0. 2ffl/7x;Pt'5rl.J:3lcFalcon 
V^f ^Q7"U— h ( Becton Dickinson Labware, Bedfo 
rd, MA, Code No. 3072) lZ±WX 9 u—-y 
\\ I L-4tje?gL-C;^7x7— fe*5r^-t^^n 

[0076 ] 6) STAT6vStt«St£& 
iBfirFWAU: L9 29 MSSrlxiO^ffl/O. 1 
m \/*?3.)Vht£h£ 0iZ. -?A9u7\s-Y (costar 

3610, Corning Costar Corporation, Cambridge, M 

a) -uwKLfc. sb. msm&iv I L 

-4 lOU/ml (PharMingen, San Diego, CA, Cod 
eNo. PM-19231V) SrSsJnLTO. 2ml/^x/l/i 

mmz-*i®imo . o 2 5 m 1 /vxtvzntxmmi 
t:. z^xtuztuisyxy—emnmrnzo. imi-r 

■oSfeiinU, ^7*5- tfYStefc/PSy.*-?- (Micr 
oLumatLB96P, EG8;G BERTH0LD, Bad Wildbad, German 

y) "caeeu:. tri P iicate-ctTV\ 

WkS"Jl3J;^a«?f?gti:TffK^Luciferase A 
ssay System ( Promega Corporation, Madison, HI, Co 
de No. E1500) ST AT 6 iStt 

•*SSttfc*«-SB«* (%) T'*^Uc. US* <%) 

(C-B) x 1 00 

1 ) mmi'Vtl¥)i>7u~?y_t : Sfxf-/ 

1 : 1 ) T\ fitt<0*V^<OStt* ( 2[2) fcttlfl. 

2 ) ify y i]Y)V7 DVh± ( : pxf-/ 
1 : 1 ) T. «&OffiV\frtf)*tt* ( 2ffi) £ffifl§. 
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CGGAGCTCTG CCTTAGTCAA CTTCCCAAGA ACAGATGCCT TAGTCAACTT CCCAAGAACA 60 
GATGCCTTAG TCAACTTCCC AAGAACAGAA GATCTCG 97 



(4 6) J00-229959 (P2 00 0-@:F59 



(51)Int. C1.7 

A61K 31/00 



C12N 
C12Q 
//(C12N 
C 1 2R 



31/41 
15/09 

1/66 
15/09 

1:91) 



637 



643 
604 
ZNA 
ZNA 
ZNA 



F I 

A61K 31/00 



31/41 
C 1 2 Q 1/66 
C12N 15/00 



r-73-K ($#) 



637E 

637A 

637C 

643 

604 

ZNA 

ZNAA 



C0 7D 285:14 



(72>»ih# m mm 

*K>1«E#SiiS#3TBlS98^ ft 
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;M&rtJiiM*Ba34>3Tgi#98^ £ 
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(72) ;n± m 

:*dR!MfcftK*Bai+ 3 TB 1#98# 

F?-.M##) 4B024 Mil BA08 CA01 DA02 EA04 
FA02 FA10 GAB GA18 HA11 
4B063 QA05 QQ61 QR58 QR77 QS38 
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